A continuous psychosis phenotype: from description to prediction by Hanssen, M.S.S.
  
 
A continuous psychosis phenotype: from description
to prediction
Citation for published version (APA):
Hanssen, M. S. S. (2004). A continuous psychosis phenotype: from description to prediction. Maastricht:
Datawyse / Universitaire Pers Maastricht.
Document status and date:
Published: 01/01/2004
Document Version:
Publisher's PDF, also known as Version of record
Please check the document version of this publication:
• A submitted manuscript is the version of the article upon submission and before peer-review. There can
be important differences between the submitted version and the official published version of record.
People interested in the research are advised to contact the author for the final version of the publication,
or visit the DOI to the publisher's website.
• The final author version and the galley proof are versions of the publication after peer review.
• The final published version features the final layout of the paper including the volume, issue and page
numbers.
Link to publication
General rights
Copyright and moral rights for the publications made accessible in the public portal are retained by the authors and/or other copyright
owners and it is a condition of accessing publications that users recognise and abide by the legal requirements associated with these
rights.
• Users may download and print one copy of any publication from the public portal for the purpose of private study or research.
• You may not further distribute the material or use it for any profit-making activity or commercial gain
• You may freely distribute the URL identifying the publication in the public portal.
If the publication is distributed under the terms of Article 25fa of the Dutch Copyright Act, indicated by the “Taverne” license above,
please follow below link for the End User Agreement:
www.umlib.nl/taverne-license
Take down policy
If you believe that this document breaches copyright please contact us at:
repository@maastrichtuniversity.nl
providing details and we will investigate your claim.
Download date: 04 Dec. 2019

mca5urerne~;il ~011715 01er d perlod o f 3  years. A total of 7076 subjecrs ageti 18-64 years 
~drrrcil~atecl at basellnc I he C'umposlte I~rte~naiional Diagnostic Pnterview (CID1) was 
adrrail?istercd by t r a n e d  lay interviewers. yieldi~ng DSM-111-W diagnoses. l h e  ClDl 
psychosis itelni can be sated In six ways: Y 1  no ssyrnptoln present; 2' NCR (No1 
Clinically lielevara~) symptom symptom present but not clinically rerevant); 9' arid 
'4' Secondary synzgxom (i.e., symptom is the result ofdrugs use or somatic d~sease); '5'  
Cl~i-iical syrnptcar~i (~ .e . ,  true psychoalc symptom); '6' I'lausible or Possible sqmptoln 
(I.c., experic~lce is not a teal symptom, because there appears to be some plausiblle 
explarual~on for ill. At baselnrre, a ses-iior registrar i iz  psychiatry conducted cl~raical re- 
~nrercviews over the telephone with all subjects with at least one clinical or plausible 
sylnpio~n, L I S ~ I I ~  q ~ ~ e s t i ~ i i s  horn the Str~actured Clirl~cal Interview for DSM-111-R 
(SCICI). 7hc ClDI psycl~osis ratings of clitilcal or plausible symptoms were corree~ecl if 
necessary on the basis of thc cliuaical interviews. Accordingly, tlie DSM-811-R diagnoses 
were based 011 tlie corrected CIDI psycl-nosis ratings. 
The resedrs iradicated that psycliot~c symptonzs were l~ r~ ich  Inore prevalent than the 
diagriosls of nan-affective psychosis and were related to risk factors comunon in clinical 
disorder. 'l'hese Z~tidi~igs suggest that the psychosis cotrtinu~llru sholrld be cxtciided do 
less severe p"c"870lic-like ex~~erierrces ilz the general population. The psychotac 
synrptotn ratings were assocuated with flat affect. atid depscssive mood, implying that the 
~m"ylaosis continuurn includes negative atlcl affective sy~~~p&o~~za to logy .  l:urthermore, 
posil~ve psychotic symp1ol-n diilrreulsio~as were associated not oidy with non-afrective 
psycl~usis but also with  other psychiatric diagnoses. 'The finding that the presence of 
hall~icinations was stron~glly associaled wit11 any type of delusion is compatible with 111e 
cagnilrtc rrrodel ol'psychosls. 
C ' h i s p f t ~ l -  3 cxirmlnes whether. correlated, yct ~ndepcndctatly varying psychosus 
d~n~cnsiolis have a distr.ihntiran in [tic general population. The Athens Study oi' 
li'.;ychohis Proncncsa ;111d fiacitictlcc c ~ f S c l a ~ ~ o p h ~ r e ~ ~ i r \  [ASPIS) exanlined sehizotypy armd 
ps>clrosl\ illu~~cnsio~us arrzotrg C O I I S C ~ I P ~ S  in Greece, usuuag tlae C~omul~unity Assessment of 
Psyclauc I:xperrrnces (C'AI'I'), n sell-report ~nstrt~rnclit, In1 n rcpresentadiw*: population 
san~idlc of 9'32 young 111en. ' ~ ' E I c  C'API: was developed to laleasure arteraualed psychotic 
capclrcnce\ lo1 [he ai ' fcc~~ve ,111d non-affective drowalns. 'I 11s thtec-factor ~noclel of  
posnrlve, iICgilLl\lC atad dcpressu\*c psychosis dumensiejns showed a bertcr f i t  than a two- 
Ikctol or ~ ~ ~ ~ i c i i l ~ i c r i s i ~ l ~ d  mx~del. All tlaree psychosis dimensions showed co-variation, 
cowclation.; arozrlid 01.7. 1'1 c o ~ ~ l d  be suggested Il-nat tlzc co-variat~on between 
deprcssicc symlatoms auld posutivc and tiegatlte symploms 1s mainly due to the distress 
gc~icraaed hq tlvc posrtPve and negarlve symploms. l-llowcver, partial conelntiorvs 
ulruch lihc distress acconmpanyilrg positive or ~~cgdt ivc  symptoms was kept constatla 
shuucd t l ~ , ~  ~ h ~ c  eorrelatiomh of either poslaivc or negaolvc symptorns with depressive 
synaprorns re~ziained signuficanr. T'tre relsl~orisl~~p betibrerl frequer~cy 01'. sJlniptiJtns and 
distress co~lld be described as a linear dose-response pzlttert~ expressed by correiatroras 
of the order oC 0.7. In spite of the n~~odcrate correlatloiz between rktc Ihrce CAlaC 
psycliosis dirz.lensions, xhese scales S ~ O M ' C ~  good ciiscii111ii1311t \~s l id i~y  \wit11 eonre~~nrrly 
used scales. 'P'aken together, tlrese find~ngs indicwte rYrlui t l ~ c  con-elated, ycr 
~iidepelldentlly varyll~g CAPE ps)rcluosis dimens~ons E~dve a distrlhustion En thc g c ~ ~ r r a l  
population nncl chat depression may be an inl-uerent part of the p~yclrosrs phenotype. 
C S ~ U ! ~ '  4 presents tlie filiiiirlgs of  the 'basel~nze 11lcasltl.cn2enL of ~ u t ~ ~ i n u n l m  ol. 
MeaXal Disorders Study (COMEDi study). T'he o b ~ c c t ~ \ < e  of this sludy is 1~1. canrpalc (Ile 
CAPE ps~chosis  ditn~elasions across and wuthin patieull grozips frl-om a Colnlllurri~!i 
Merztal Health Service (OMIZS) and aon-patlelils horn the gencr-al poiltolaiion. 'l he 
COMED st~ud? involves a longitudinal family study among t l ~ c  g~.lzera[ paprLlaclon In the 
10tvn 01'Sitlard (the Netherla~~cis), and a cross-sectionlal slirdy a t  CM1-tS in the luwn (21' 
Maaslricl~t (the Netherlands). In order to recri111 a general population s:lnupIe, ~.csldcruts 
os'Si"lard aged 36-65 years were selected al random 10 receive a letter in which Ihe!, and 
~ h d r  relatives were asked to parflciparc In the CObfEU stltdy. 'I'lre age ratlgc oftllc tc~ral 
general populario~z sa~nple was 18-70 years. The sat~aplr~~g ploccd~tre at thc CMlliS 
~nvollved seirdilrg letters to all pstielils o r  the departtnetit for tlze tl-catnlenl of scvcre 
rnclital illness and the department {'or the treatlilent ot'deprcss~rari arrx~cty tllsorders. 
A total of 647 subjects bra the general population atid 762 rMlPS patbents coia~plcted tlie 
CAPE:,. A DSM-1V diagnosis was made in  555 ol'the 762 patients. The follo\wlng USM- 
IW categories were used in tlie analyses: ( 1 )  Schi~ophrenid nnicd CNilen Psycho~~c  
Disot.der.x (n=72), (2) Mood Disorders (n=-2141, (3) Anxiety Ilisonders (n=129) The 
res~nlts showed that patients diagn~osed with psyclaotic disorders scorect slgn~licantly 
Ir~ghcr on tlrc CAPE pos~tive dimer~s~on than the paticng grollps of ~nojod ant i  L~~iuiely 
disorder, and the general ppulatlo~z. Silrhk~ngly, ~11c ~z~oocl t u ~ t l  nrrxaety ili~ol-~lct grtwps 
had 2111 i~ltenncdiare score on the CAPI: posltivc dimellsuon I'hr p ~ \ ~ ~ c n ~ ( s  Irnd tllcnl 
higl~est score on  he positive, negative or deprcc;srlvc psycI10s1s C I I I I I C I I S I O I I  UI [Ere C'.Al ' l ,  
that was mosl ~Eiaracteristic ol'their dmragnasrs, i~~.cplybr~g ~ h n t  lvc b'AISI: r l a r~~c~~s io j~s  h,lvc 
sLIfictenl discl.imil?ant validity. Frequency of syunploms ;I I IC~  lhc ,IccolnpalI) ing d l ~ l ~ c c s  
displayed a pos~tiwe and imear rclatlonsh~p. Nt~r~cthe'lc.is, d ~ s ~ r e s s  ,~tlttrcJI lo I ~ I C  
dcvelopl~enlt of ~llllicdl d ls~rder  irr.espcc(i\ic of  ~y111~3(~17il I ~ C C I L ~ ~ I I C Y ,  R*r 1 l 1 ~  ~ C ' Y C ~  ~ ) j '  
'jistress was slgnificanliy higher 11.i tlhe paticnl gl.oupS t i lnll  i l a  the gerlCl;ll P X ) P L I I ; ~ I ~ ~ ~ I  
sample .  =l.he findings suggest tlaal rr~n-psyclzotrc disorders yield l l ~ l ~ l I I W C ~ l ; l t ~  C ~ ~ I I L ' S  
the conttrluous phenotype and dlzal the psychopntlaa~logy ;lsscrci;rtcd with 
psyc[zonic dls,>rcfers varies qua,ltafaliveiy across I[)SM-lv catcgorrec. 1 l Y 1 C ~ l l l ~  ~ ~ ~ l t  
lrvoasurelllellts ol tllc quantilathve psychosis ~~henotylx  ehok~ld ~ i l i ~  I I I C I U ~ C  al'fecelbc 
symplonrato]o_ey. Fuflhel.lmore, t t~c  l.esults show thal psycllolic CXpCllcncCz ~ l l c ~ ~  were 
tilo~ight o be r?1a1131! paxhognomonrc for psychotic disorders are also observable In less 
S C ~ I I O U S  variants in  othcr tl~agnoitlc groups and the gerreral population The absented 
wlthln-pcrson con-atir~urty of p>ycliaot~c arrd affectwe features argues for a treatment 
aasyun~ng syunptorrr dimcnsirrns instead of diagnostic categories. 
C~CIJ~ ICI  5 descr~bcs thc asscsstrrenl of Farnlrly-specific variatian oTsiljbclin~ical psychosis 
d~mcnsrons among rclat~ves from the pelieral population, while also comparing the 
~ I I T P I J I I Y  of" the C A P E  selr-report trust~urnenf to detect familial clustering of ps)iclrosis 
dlmensrolrs witll ll~ar of the S.trtlcturcd lrltervielxv for Schrzotypy-Rev~sed (SIS-R). This 
stucly connpnscd 11le second meai;nrrernent ol' the COMED study, a longitudinal family 
study ~n llle general populat~or~ A total of 768 s~tlyccls aged 17-77 years from 116 
laniil~es parlnc~j?alecl at T I .  Si~bjecffs with a nnean or hlg1-1 score on the CAPE positive 
p~ychosis clnmenslon at T I  were interviewed ar T2, i.e., 7-5 motzths later, by trained 
psycholcrgnstq who adrnii~~stered the SLS-R (11=496). At *T2 sub.jects also completed the 
CAPE again (11-5107). Multilevel regression analyses were ~ ~ s e d  to esamirre family- 
specific varia~ion in CAPE psychasis dinzetrsions and S15-R schizotypy. The T2 
cur~elatior~s between the posituvc a i d  the negatiwc dlmensierr~s of the SIS-1% and their 
corresponding cl~rne~rsiorns iln the CAPE were 0.63 (p=Q.OU) and 0.48 (p=O.OO), 
respectubcly. Both positivo and negatlve dhmensians of' the SIS-IP showed significa~rl 
1.ata1ily-speciLic vanation. Irl cl-re CAPE findings, f'arnily-specific ~ a r i a t ~ o ~ ~  was apparent 
only for Llre positive cli~ne~zsion. A possible explanation IS that attelzuated negative 
synaploms are somewhat more dillicult to capture with sel~-rel31orb and are more \iiill~dly 
~rsscssed by clinical observers. 'l'he present findings provide evidence for famlllal 
cllustcring of'dimc~islons of psyeholic experiences in the general population, suggesting 
a broad dis~l  ihut~oti offarnilial lbctors that drive the va~.iation in psychosis 
C'Ss~sprv~. 6ccxalllines [lie ~ccear-ch qucs l~o i~  uwhcihcr self-repo~qcd psychobs expcrrences 
In tliu gclieral popl~l~itiulr arc: \li~lld scre~1~111g 1000 lbt- BSSM-III-II psyc010tic disor.der.s. 
t,Inul ~roili, rese;lrch 011 1-arly lmrecllictiolr of psyclzos~s has been lin-rited to high-risk 
grot~ps: \v1111 ;I I11911 bnscl~nc. prevalienrcc of psychosis. Thzret'orc,  lie st~rdies desorubed iir 
c0a;lptcrs 0 and 7 atlclrcsscd the fcnsib~liny of carly prediction in the general populatio~z. 
l he Ibnntoi chal,tc~ 15 bi~sctl on cross-scctio~iril cicita Sro~n Ihe first mcasnrume~~t of the 
N l  MPSIS stled!. I he o~lgi~ual ,  u~~correcied C'IDI self-report psychosis ratulgs as 
;~ssrsscd by 111c la) intervie\bcrs were used as a diagnostic lest lirr tlic clinician-assessed 
LISM-111-K psychotic idisordcl l I i ; ~ t  wils ksed 01.r t l ~ c  orrected CIDl psyclvosls rati~vgs 
aliCr re-r~itcl\ le\xr I'lze bcst cl~agnostic value of self-repoltcd psychotic experie~vces was 
observed Ibi the 'cll~nlcal sy~arptnm' categot), that is, a psyclio!ic expcrlcnce 
;~ccoml~a~ried l?y d~strzss. \I nth a post-test lsrobabllity of' 26.54'0 In szilqjects u iah recent 
psychoiic S ! ~ I ~ I ~ T O I ~ I ~ ,  ~ I I C  diag~inst~e balne crf the 'cli~ziral symptonr'ccategory was 
considerably lower lJ?an nn the complete sample. T l~c  greater illr n~rlzrbcr o f  self-reported 
psyclrotic experiences that were present. Ilae more likely ~iid~vrdusls uere la be 
diag~iosed with a clirrical psychotic disorder. I-lowever. colarbit~~n>g psycllotlc-like 
symptoms mias at the expense of' the sensitiv~ry ot the diagnost~c irudic,r~oi rlic 
diagiloslic lalue of self reported psychotic experierzces was greater 111 peisons without 
co-morbidity of a non-psychotic DSM ding~zos~s. Morco\<cr, the diagtzostic \~:zluc i\r<~s 
greatel for individztals wqho had previous received menfal Iiedltl~ care. In conclusioi~. 
screening the general population for psychosis carries a high risk of s~igrnntisatiotl Ira 
fdse-positive cases andl violations of the 'sight not to know' In tiue positike eases. 
E-lowcvcr, among meaztal health care users, selfLrepol~ed p s y c h ~ t ~ c  cxpertences may be s 
usef'ul screening tool Ihr indlvid~~als who haire al~cady deli*eloped I~clp-seeking 
belia\aiour, due lo the artificial increase i n  the baseline prevalclice ol'psychosis. 3'his 1s 
in accordance with the c o m n l o ~ ~  practice of early prevention clinics, as proclro~nal 
sympto~~is  are carrentl) only  lid predictors In selectcd groz~ps witla $1 higla baselii~t. 
prevalerzce of psychosis, that is, i n  suQjects w l ~ o  liavc sought help far their proble~ns. 
Chisprer- 7 addresses the 2-year outco!ne of incident self-repol-led psyclvotic experiences 
in the general pop~llation in Icrlns of stability, ilupairrnerlt aid need for care. l'tie slrvdy 
described here used the longitudinal desrgn of the NEMESIS study. hf 1 ?, cliil1ca1 re- 
inter'i.iews were conducted over the telephone by an expc~.iencecl cllnlcian SOP ,III 
~rldividuals who liad lrad a clinical, plausible 01 not clinucally relcvant naliilg ola any C1131 
psyclrosis itern. A san~plr of individuals was selected who had experienced ar.i onset of  a 
self-reported psychotic experience between baseline a t ~ d  'I-, (n=83). 111 this sa~i~plc ,  l l~c  
stability outcollie of positice psyctlotic cxj~erieiices at 1': bras assessed b! cliniciaar- 
corrected CID1 lay interview raturigs (CID1 ozi~co~nc, n-58) and by clitvical ~nterview, 
both in tem1s of 111e presence of any psy~lrolic: cxpcn-lcncc measured b~ tllc HrwE 
Fsychuatric Rating Scale (RPIIS outco~ile, 31=47). nlid 111 tcr11-1~ o l  cliirical ri.lcv,unce. L I ~ I I I ~  
criteria o f  fut~cticrnal irnpsinnenl and iieed for carc (cl~nicdl oulcn~iic, 11- U I ) .  'l'hc 2-year 
predictive valiles of  incident psyclaotic cxpericnccs a1 'I I tix nll  cllrce otltccrinc 1nc:ic;rorrs 
at 1'7 were srnall to I P I O ~ C S ~ .  Sitz~ilar to wla;il was found ill klic cl-oss-icciio~ual stlidy 
repofled in cl?apler 6 ,  the eupenciicc crf d~siress I L ' I ~ I C C I  10 Ihc psychxltic c ~ p e r i ~ n ~ c c  
increased the risk of tlze prcciemcr of' cl~m~cal 17s!chotie: tlisorclcr. I Eowever, only ;I sn~rall 
propirrtio~~ of s~lbjecls %ith tllcvdetit psyclxitic cxpcr-re~~ccs, ur.1111 a maxlr1ltrun of 15'%?/0, 
devrlopcd a psychlotic dlsordcr ~ i t h  !.reed lor rrcat~~ic~lt  over '1 Lwo-year ~ ~ I I C I L ~  1 0  SLIIII 
up. a n?illority of' incident sell-rcposted pcychot~c expol rcpices bccnr~ae clrnic;llly rclcvanl, 
depending tril the type alld e~noticrnah ~rppralsal I,!' the pc;ycl~ot~~: expcriznce. These 
f i i Z d l ~ i g ~  coltlcide wntll the currcrvt slate of knotvledge In early 1prcdictuon research. l k l y  
predictloll of  pqchosis cl.itllout a luig1-i ratc 06 falsc-]7ot;ltivc$ I?. sllll only possil3lc i l l  
selected samples. based on a conl'b~rratron of risk factors. 
Cirf ip~c* *Li rrcarninci rhe ai?apl~@~ng role of distress resulting from urlusual perceptual 
rxperilences In dcluslor-r forrnat~o~~.  In the NEMESIS study, irldividuals with baseline 
I-aaliuc~r~atoq cxpesrenccs werc followed for three years. At TZw clinicians additionall) 
cctrlsd the I3PRl;d Ilcn? 'urrusual ~houg l~ t  content" Analyses compared baseline 
I?alluc~natory cxpcrienccs, whether or not accompanied by subjective distress, for the risk 
of dclusnon fonmatiorz at fblllow-up. The distressed subjects had an ~ricreased risk of 
drlusioll lormatron, up to a clinical level. '1"his finding coamobora~es the prapositiorr that 
dlstrcss associaled with early perceptual intrusions serves as a catalyst itr tlaz 
development of- delusions. '1 h~is ,  it rs not only the presence of an urr~tsual perceptual 
eywrience in itself, but also the emotional appraisal by the subject which constitutes an 
ismportant risk Factor for subsequea~t delusion finnation. A clitaical ~mpl ica t io~~  is rhat 
Chgnrlive Belravio~li-al T'berapy (CW"I') in Ihe context of early ha1lucinato1.y experic~lces 
may be more efficient when specrtically targeting the dis~ress generated by the 
experlencc. 
C"SIuptccl- 9 surlitanariscs aind discusses the main filldings of the studies reported c r ~ z  in 
[ h i s  tbeslq, res~~ltiny, it3 both theoretical atid cliiical inrplieations and p~.oviding 
s ~ ~ g g e s r i o ~ ~ s  Tor future research. Findings indicate that rlae continuous pr;ychosis 
phenotype, varying from psychotic experiences, via afreclive disorders, to psycholic 
drsordcrs, seems lo be a valid ciescripiion. 11 is shown rhat diagr~ostic categories and 
pre-clinical states arc not m ~ ~ t u a l l y  exclusive but may overlap. This implies tllar 
theraperrtit: strategies should no longer be indicated trn the basis of a diagtmsis but on 
the bar;ns of  overlapping symptom dimensions. The tl~esis provides evidence for 
l'arnilial clusterirrg of subclitlieal psycl~osis dlnlensions in the general populaticrn, 
althozigh i t  ~ c ;  u~lclcar to what degree such aggregation of st~bcYirvica1 psychosis 
cI~lnc~i~io~i. 'a is cfue 11) genetic liill>illty. Tlrc G O ~ I I I ~ ~ Y C  appraisal of uluusual expericnccs 
~ l i ~ y \  ;t major  l.irlc 111 Ihe !r:tnsition 13mces5 to clinical psychotic disorder. Bascd on tlre 
C O ~ I I I ~ I V C  111odc1 of psycl~osis, ~ U ~ L ' S C  fi~ldtnps provide clear opportunutics to i ~ t t - .  I LIYCIYC 
~l111h C'l3 B in1 t l h ~  pre-psyc11~tic phase. Jn fi8Owre research, ia~teractions with biological 
nunrhcrs ~lrnuld bc considered as a risk factor on IIle pathway to clil~rcal psychosis. 
Scrueni~~g Ll~e general popu1,ition ~ i s r ~ i g  the criterion of any psychotic experience I S  11ot 
safe, ;I,\ cvidcncccf by lire I a~ge  pl-oporticrn ol' Ihlse-positives found irr t12e NEMESIS 
study. I lc~\b~c\ er. scrcclii~~g high-I isk subjects may be fcnsiblc. 
11) co~~clusiull, tlris tlwsis providcs s~rong evidellce for pl~c1~o11zenolx)gical ontlrru~t) 
a l~d,  lo ;I lc~ser  extent, I'ur longittrdi~lial and actiological col~tnnuity of psychot~c 
cspcr ic~~ccs  i t \  tlw gc~leral popi~la~ion, 1:utui-e biolog~cal. psychslag~cal and sociolog~cal 
rcscilrchels sl~ould p i n  Iljrccs in  searclring lijr the niulti-fircliona2 aetiologlcal 
eupUk-rllalcrq r~~ode l  ol'bhe conlin~aous psychosis pl~encrtype, 


Co'l~ninu~iity Assessn~eizt af  Psyelrlc Experrences (CsllPE). een zenli-c~ppat-~ngc- 
i~rstruiriienr, gebruikt. De CAPE is oritn ihheld 0111 Iici~i ~ S ~ ~ C ~ I O ~ I S C ~ I ~  C ~ V ~ T U I ~ ~ I I  zowel ina 
l iet aRectieve als het niet-afyeciieve domein ie nirtcii. Iler drie-liciorciiiiiiodel lrdtl  
posl.tieve, i~egatieve and depi-sssueve liis!~Ciaseiilii~eiis~es p,ist brjea. bij dc el,ttn tl:zn eei-1 
twee-factorenmoriel of een ui-1ldlmerisioziee1 niitdel. De drie ps~~cllusedinieiisies 
~ovariëreri met. correlaties va11 rai~d de 0.7. Eler is rirugeliil, dat de co\ai.i,mrie? trlsscn 
depressieve symptomen aan de eiie kant rol positiet#e ei1 iicgazwve sylirptoineta liaii rie 
andere kant, grctterzdeels verooi-zaiikrt wordt door de I~jdensdtilih teil gcvolge van ilr 
positieve en negatieve symptorneii. PariiGle correlaties ~nrrnarb~j de lijdcnsdruk, 
veroorzaaki daar positieve of iaegatleve syniploineiii, ccansilaiil werd gchotitieii, 1,iwia 
echter zien dat de correlaties van pnsiiicve of liepilieve syrruptomeii riiier depirssicvc 
syi-iiproriien nog steeds sigi-iificarut ziji~. tiet vcrband tussen li-eqtieiriie -\/ai1 syiizptniric1.i 
era de rraate van loidei~sdnuk kan besehrevc~i woidcii als een liiucaicc dosis-ell'ccr-rcl.r~ie, 
zuitgedrukt in correlaties vaia rond dc 0.7. On-idai~ks. de redelijk hoge correltitic tiissen dc 
eirie CAPE- dimensles laten de selialeil een goede cliscrin.rliini~ic vr-ilidilcii nlct bclicnide 
sclialen zncn. Sati~engevat tasekr cleze beviridiiilgc~i aai1 dar dc geccli-rclcerdc, dercl1 
oria-lhaiikeli~k varierende CAPE-psychosedimencies ecii verdciilzg in cle rilgeirleiic 
h7evcillkiiig l.iebhen1 en dat depressie eeir iilihereiii deel vat1 het psychose lc~zonypc voriial. 
In Iioofcl'srttk 4 werdeir de hevindiirgeii vali de briseliuacinei~~~g vair de Coiitii~ri~iiar oe' 
hleiital Disorders Stucly (C'QMED-stildie) beschreven. llet doel vaui d c ~ e  si~idic is oir1 
de CAPE- psycliosedimei~sies te vergclijken tussen eiï biniiei-i patlEi~tengrocpen vnii ecii 
regionale biistelling voor a~nbular~ce geestelijke gczontlliri~lszorg (RIAGG) ei1 
corilrolepersaiien uit de algeinerre bevotkung. De CUkíF,D-c~~icIie is eeii lorag~tudiiiale 
faialil iestudie in de algemene bevolking uit de gemeente Sittard ( N  eclcrlaiicl) en een 
cross-r;eci~azzeIe studie iiz de RIAGG IC Manstriclzt (Ncdei-ilnnid) Willei,e~crigc y~eri-nncn 
uii cle geIi1eenie Sittard in  de leeflijd 16-65 lazit oiitl iiigrii cciu bi iel* w,i:urirn heil cir hrizi 
fainllieleden werd gevlaagd oin deel tc neiirrru aan de ChOM h ' l ' l - ~ ~ i ~ d ~ e .  E c  I c c I I ~ H ~ s I - ; ~ I ~ ) ~ c  
van de tofale steekproef uit de algciiierie bevrilhiilg wa.i 18-70 inar. 13c 
steekpr~>efprcrcedurc bij de RlAGG bes~oiid lint hei toest~iire.11 tatï biicvc~x ailn tillc 
pati2i1tei1 van dc chiroi~rscla psychiailris~tie alcl~llrig c11 de a lde l~ i~g  coos hcli;uriclcliiig w i l  
depressie of airgslsilcroriiisscia. 111 tolaal 647 pcisoiaeia l i in  de algcii-ti;iic hcvolhiiig e11 762 
palietiten \jan RlAC3;Ci \ruldeli de C'APí: iiz. hl~l 553 v,iir de 762 p;tiiciiletr cen 
DSM-lW-diagiiuic genelti De wolgciide D S M - I V - c ; t t ~ g ~ r ~ e e ~ ~  wacieii gcb~-~iil\i ii'  de 
arialqscs. 1.  Schizafrerrie ei1 aiicleie psychotische sccao~-ili~sei~ (n-721, 2. 
~ten11iring4;sto~rnussen (,I=? 143, 3 .  r"c~g~~~~00nlisscr7ir,iiei Cr - 129). I >e rcsiillatcir loire.ii aíin 
dat patici~iien nlet psychotische sioorn~sseii %igriiI7cai1i Iöoger scorcn op dc C'AIJI; 
~osdfieve dirmerzsie dan de patiëritengl-oepen riict sleiniiiings- cn dng5tsiotrrtlissei7, ei-1 d a n  
de algetmcne bevolkillg Het is op\.nlleiid dat de sneimiiiii~gs- en any,5tSilOOt~iïJ5~CI1~t 'OCIYC11 
een tur;sei~lrggendc- 5cc;íe hecfi op de C'hPt; positieve dinnensie. De patienten hebben de 
8100g4t~ score »p  de  pt~tierl .e ,  negatrcve of depressieve psychosedimearsie van de CAPE 
die hel meest karaktenst~ek 11; boor huil diagnose. Deze bevinding impliceert dal de 
diccriiniiiante validiteit var1 de CAPE dimensies voldoende is. Die frequentie va11 
symptoinen ci-i de mate ban lijdensdrrik vormen een positief liineair verbarid. 
I)iesalilieiternin speel! de mate van lijdensdöuk een rol in de ontwikkeling van eeir 
klillibche sto0n7Pf oiiafhankelijk van. syrnptoomhequea~ric, aangezien de male vair 
lijderisdruk inet correctie voor de bijbel~orei~de frequent~eccose s ig i~ i f i ca~~ t  hoger is iar 
paw3~lengrocpe1-i dan  in de algemene bevolking. De bevindingen suggereren dat niet- 
psychulische stoornissen tussenliggende waarden wan heit coirtiiiu psychose fenotype 
wccrgcven en dat dc psyclropathologie geassocieerd met psychotische stoorrilssen 
Icwai~titaticl vaneert over L3iSM-IV-categoriecn. Dit betekent dat bi-j het meten van Irec 
kwai-ititaaieve psychose knoiype ook affectleve symptomatologie betrokken moet 
wordernl. Bovee-idieii tcirien cle rcsultateri aan dat psychotisc!re. ervaringeri, waarvan 
gcdaclit wordt dat ;.e grotendeels karakteristiek zij11 voor psychotische stoosiiissen, ook 
in iiiirider ernstige variante11 waargeniorilen kunnen worden bij andere diagirostiscl~e 
categorneëni en bij de algeilieiie bevolkiing. De geobserveerde i1itra-perso~i~cau~tin~1'itei~ 
vafl psychodische c11 affectieve kenmerken pleit voor ceri behandellrig gericht op 
sy13i~aaooi11diime11sies n plaats van diiigi~ostisclie cutegoneen. 
FIroof~i.~rltk 5 besclirijft het beoordelen van faii~ilie-specifieke varlatie vari subklia~iscl-ie 
psycliuscdiii~erusies in lamilieleclerr afkomstig uit de algemene bevolkirig. Tevens noidt  
Irct verinogen van hct zeIfrapportnge-instr111i1e1it CAPL om fdimiliale cl~isteririg var1 
stibklinisclie psycl-iosediinensies te ontdekkeil, vergeleker-i inet het Sti-~ictured iuiteruiew 
lor Schizntypy-Revised (SIS-R). [)e onderliavige studie bestaat uit de tweede nletung 
van de C0Fvlkl)i-ciiidic. ceri lorigitiidiri~ilc eainiliestudie ir i  de algeiiiene bevolkiïig. Jn 
1cbl:iùal 7t1K pcrïoncii, i t i  dc Icclai,jcl van 17-77 jaar, i~flcoins~ig van 116 laisiilies, nameil 
dcc1 rip I ' , .  h'crioiïiet-i met ecrï genniddelldc en cen hoge score op de CAPE posiitieve 
~pyclioscdnnilciasiic: op 'I', wei-dcii 7-8 n-iaiailderi. later op T, met de SIS-I< geïntervaewd 
dooi. ycii,iinide psychologen (11-496). 011 l"?  tilden de personen de CAPE voor de 
nivccclc iririal iri (1?=507). I\llail~ilcvel regressie-aiialyse- werden toegepasi aai1 de familiie- 
spccríicke ~an;iiiic vnl i  de il'Ai-'F: ps!~cliosrdimensies eir de SIS-R scliizotypic te 
bcstirdercn. De '1 correltitie kisscar de positiele ern i~egatieve dimensies wan de SIS-li 
inet dc: ove~eelrbuiaisiigc' dianclicncs vniu de I'APF L~liiden respcctievcl~jk O 63 (p=0.00) 
e11 0.48 (p-IF.00). Zorvcl de positieve als de ncgalieve cl~inci~sies vaia de SIS-R latei1 een 
sigiiilicaiatc hii~ilic-speciillche va~iiiiie zien. Wat beireli de CAPE is er alleen sprake 
vaii familic-specitieke variatie bij de positieve diriierrsie. Een mogelijke verklaring is clat 
dc liclrt i~cgrrtieve syrtzptoiilen iets moeil~jker le meter1 zijli door riliddel va11 
7ellt,+pport:uge cn r~icci. \l;ilide ktirli~ei~ wol.den beoordeeld door klii~ischc beoordelaass. 
De-e bevirrdhngen verschaffen bewijs voor- timiliale cltastering w~an liet subhliariselic 
psyclrose fenotype i11 de alpe~~lerie b \rrlksng. Dit siiggcrceit cc11 brede \eidelbag vat? 
fan-iiliale factorctl. die de variatie i11 psyclrosc bpïlivltaedcili. 
N ~ ~ ~ ~ $ ~ ~ f i ~ k  6 bestudeert de onderzoekcvraag 
~ e ~ ~ g e r a p j ~ o i ~ C e r I ~ e  , ,~ , .c oi isc~ie  
~r\~arilnfl,en rut di: algemene bevolkiirg een vdllde scieeniligsinslrziinei~a L~jI1 
psychotische slic~ori-iisseli liiesclireveti iiz de [)SM-~I~-R. ~~t a a k h  toe 
loilderxoeksdesigiis betreffende hel vroeg voorhpellc.11 vni7 psycl~ose beperkt rot laoge- 
risicagoepeii ri-uel een hoge prevalentie van ps).cl~osc. Danritnn beliandeleri s~ritlies 
die worden beschrei~esu i11 de I-ioofdstill\ken Ca en 7 de Iiaalbariiheid het \voeg 
voorspellen van psycliose i i i ~  de algeir-iciie bevolking tiet eerstgenoeir~de liooldsttik is 
gebaseerd op cross-sectioilele data van de eerste meting van, de F\IkMESIS-srLidic b c  
origiii-uele. oa-~gecorrigeerde CID\ ~elfiappanage psychosebeoorde!i11ge1i, aUg~"h~oine~~ 
door Mein-interviewers, werden gebruikt alj. diagiicssllscllc tesi DSM-1ll-R 
~ ~ s y c l i ~ t i s c h e  stnoriris beoordeeld door clitiici. Men aiiderc woordcia: cle diagiiosc DSM- 
III-K psycl~oxische stoornis is gebiisccrd 017 dc gecorrigeerde C ' L l l f  
psyclaosebeciardeli~ige~a na heriiiter\ie\?i. De bcs~e diagnostisclic w,:uardc ~ u i i  
zelfgerapporteerde psycl-iolische er~iariirgen worclt ~vaairgemioiizen voor de 'kIbi~i\cti 
synanptooln'-calcgoriee i.e. een psyclialìsclic ervaring met I!jde~.isdrcik, tilet cc11 pci\l-lcs~ 
probabiliteil vaii 26.5%. Bij persolien 111ct recente psycl~rrtischc s y ~ n p t m ~ ~ e ~ ~  211. clc 
clistgr-iostische waarde vair de 'klilrisch symptooria'-categom aniaznetili.ih Iaper 
vergeleken iiiet itc coinplete sieekproell: Hoe meer selfgerapporicerde psycliotisel~e 
ei~arirugen aanwezig zijn, hoe waarschijidijkei. dat een indiuidei wordt ged~~ignosticccsd 
[net eeia klinisch psycliotischc stoorlais. Desalniet~emiin gaut het cos~ibinrcreo van 
psyclrose-achtige sjinptonileil ren koste van dc seilsl~ivitcit van de diagnos~ische 
iridicator. De diagrzosiisclie waarde vali ~elfgerap~~n~-~cnir~lc  ~~syc iolischc crviirii~iprrii is 
hoger bi j peiiioncn ~ o n d e r  cei~norbid~ieit van een1 i ~ ~ e ~ - p ~ y e ' J ~ ~ ~ i ~ c I i c  OSM - ( f  ~ ~ ~ G ~ Z C > S C  
Boveiidien is de cliag~rostische wa,~rdc bexei b ~ i  intlivrdticri dse ioorl~cen brlilp Iiehbci~ 
gezrrchl tPij de geesteli~ke gezondl-icicis~or (CiG7). 1*r k a n  gecoiiil~itlccl-d vl.or-dcii cI<ut 
liet screenen ilaar psychose In de bcvo)kii~g een blotag ~.isico.r iiiet ~ic l r  irrcchtciugt trp 
srlgnratiserlng Lapr fout-positieve diagilc~scs en eeiz sclaerrding va11 114 reeliii tlin 
«iruireteiid te blijveil 'bij   er echt-positieve diagiiíiscs %cllgcr,i~~~~or~cci"dc p ~ y c l i o l i ~ c l ~ e  
eaYnriiige~~ Lo~dci l  echter een1 bruikbaar screciaii igsi i~s~ii~~ne~~t kitiiiiaei~ /'11Il 1311 C i C X -  
dLe reeds I-iulp gejloclit hebben, vn~izscge de hunistiisLitige Iocn;inieb ~ i i  de 
prevalei-rtle van psychosc. Dit iiomt overeen inel dc dlgc~nenc ~i~zktijlt V L ~ I I  de vt.t,cge 
preveiillel[iniekczi, aangetien 0,p dit rnunient ~ l - u d i ~ ~ l i l - t ~ l l ~  s i n p l í > i ~ ~ 1 1  s i ~ . ~ l l l s  v4lii&2 
vo<>rspcllers 21~11 geselecaceödc groepcra iiict ctii holre ]II-c~lilei?iic ~ ~ ~ i i  P \ Y ' c I ~ ( E s c ,  I e. 
hij pers~rl~e~1 die 11ulp I-iebbeti gezocl-nl voor  IJP PI 17r'oblctncn. 
ffo~fiI taark 7 birh,ii~deli clc urikornst van iricideiite zelfgerappofleerde psychotische 
erkariaigerr in d i  aigemene bcvolkiiig na een periode \an twee p a r  irr termen van 
saabrlitcat, bepirrkii-ng e11 zorgbehoefie. I-Eieitoe wordt het longitudirialc design wan de 
NEMESIS-studic gehrwikl Op T? nam een enarein clinicus via de tele8oor.i klinische 
hrsi~8crliewc; a r  buj alle i~reiiciduen d ~ e  een klinische, plausibele of niet klir~isch 
reievarrte beoordeling op ecu CID1 psychose-item hadden Geselecteerd werden 
orrd~viduel-r mei cel] recent oirtslane, zelfgerapporteerde psychotisciie ervaring tussen dc 
basismcrii~g en Tl  (n-~83) .  In deze steekproef werd de scabilaleitsuitkomst va11 po~i t ic \~c 
psychotische ervasirugen op f'? bepaald door clinici-gecorrigeerde CID1 leken- 
intrr\~iez%beoordelingein (C'IDI-uitkomst, n-581 en door een klitnisch interview zowel i11 
terinen van dc aaiiwezigheid bas1 eear psychotische ervaring, gei-inetccrai met de Ericf 
Es~ycliiatric Rauiig Ccale (DPRS-wii~koinsb, u1=47), als in terrilen van klinische rlelevaniie 
gebitlikmakend van criteria vaii ha~ctinrrele beperking en zorgbehuefe (kliniscl~c 
~niìlio~iist, n-P I ) .  De 2,jaar prcdiciiewe bvaarden van incides-rtc psychotiscl-ie ertariaigen 
op r , ,  voor allcdsie de ~~itkomstmaten op 'r2? varlëreti van laag i01 iiratig. 
Overeeilkoil~siig met de beviildingcin va11 de cross-5ectionele st~idie i11 I-ioofdst~ik 6 ,  
vcrgront Iijdeirsdriik gerelateerd aan de psyclzotische enlaring liet risico op de 
ar\irwexiylreid van een kliiiisch psycl~otisclae stoai-i-ris. Slechts een klein aantal persxrilen 
inel ii~cidei~re psyclzotische ervaringen, i.e. tot een tn;bxiia~ui-rz van 1596, oiit\+iikkelcle 
ccl~uer een psychotische stooriiis iiret zorgl7ehoefte over een periode vali twee jaar. 
Sdimenvnttcilid kan gesteild worden dat eeii iriii~derheid vair ii~cidcnte ~ e l  fgerappoilteerde 
psychotische erwaringeil klinisch relevant worden, alhaiikelijk vair type ei1 eiiralionele 
evaluatie vai-i cle psycl-rotisclie ervaring. Deze beviizdingeiu koineii overeen mct cPe 
hcdeiida,ipse stand va11 zakeil i11 het vroege predictie-otlderzoek. Vroege predictie van 
psycl~ose zoiider cenl lioog cijfer van Soiit-positieven 15 tot op de dag vali vazledaag 
slccliEl: i~iogelijk i11 gcsclccleerdc ~tcckpr~evei i  gel-iasecrd op een carnibrrrat~r v:i1-1 
i isiciili~clarco~. 
lu'oof<bss,k besttideer1 rle wersici-kende rol van ljjdensdi.uk ten ge\.olge van oalgcwone 
~pm'cq~lucle ervan iiigen bil wa,iir\,orlnii.i;l Iu  de WEN1,SIS-studie werden iiidivid~icii inrel 
Iiallucilr;a!oire civnr.ingeii, olï cle biiselii-icn~rctiiig opgevolgd gcdureiide drae j<miir. Clp 1'; 
scatai-clcn clinrici bowei~dicii Irct UPRS-itcin ongewone gedlaclite~linl~aud. Ars a l, vscs 
ceigelekcni dc linll~~cin~~~roii-e crvi rirrgeir ttzet ei1 zni.ider subectieve lijdeiisdruk op de 
base3iiielnicirtig voor wat laelreli Iict risico op wizai.ivorinliit! brj folloliu-tip De siibjectcn 
nlei lijil~>n~sdi lik hebbcii cc11 'i,crlzoogei risico op vuaan~uioriiliilg, oploperrd tot een kliiilscli 
iiivcuil Dete be\iiiidiiig bevestig1 de bewering dat lijdencdruk, geassocieerd ïcret \ roeg 
perceptuele iir~ilisics. die111 als een karaliysator voor de oiitm~ikheling van waiieii. Dw5 
niet allce~i dc aniizveziylreud van een oiigewor-ic pcrcepi~iele ervaring op zichzelf, maar 
ook de ciaiotioiielc evaluatie door ren T)PIS(?OII 1s ten belailgrijke risicofictor voor 
%5raanvoriruirug. Eeir kliniscil~e iiilplicsitie is dat Cogiiitie\ r Ciedrngutiicrsyie. (~(;1.) 
vroeg-~-iali~c~nataire ervaringelx efficiknicr zoau k~iniieil zi]iti :ris ]icc specifjek gcric]ut is 
op  de lijdensdruk vrroarzaakr door de er\ari:ig. 
Iir hnofdsruk L wordcri de Ikool(ibcviu~diiugeii \,ai1 de c t ~ ~ d i e s  iilu dti E7i.orfscllril'P 
samengevat el, hediscuesieerck, u~tmundeiid i i r  zo\bt.l ~ l i ~ ~ ~ ~ l i s ~ i ~ ~  211s j.,l iiiccjre 
rmplicatics cri suggesties voor aoekomst~g oiiderzoek. Dc be\,liidii~yeii Xcrirnr ani, dat Iuct 
contiiaLi psjcliose feiiolype, lopeiid vdir pyctlcitisclic ertnrlnigeiz. ~ i d  aflectieve 
stoorsrissei~, liaar pcychotisclie stoorniqseri, eear kalide bescLrrhjviiig lijkt tc ~ i ~ i i .  Er is 
aangeloond dat diagnostisclue caiegorieën 211 ~~reklliiisclic hscii nzet ui~z,erei~igbasr ~ i j i i ,  
maar dal ze kuzuzrii overlappeia. Dit impliceert dat tEicrapctitischc s!~.rifegieël~ nict ineel 
geëndiceerd iaioezeia worden op basis vali een diagnose, liiaal. op bahis va11 over lsippeitde 
syrripmooriadimensies. Di1 proelscliriíi verschafi bewijs voor Iaralinli:ile cl~isteri~ig v ~ ~ i i  
subklinische psychosedimensics 111 de algeiiicne bcvolbixig, l~oeun,cl lct 01103~1id~liik IS i11 
welke larsite deze clusteriiig van1 strbklitrisclrc l~sychoscdiineirsics is \oe IC s~Iii.i~\~eui aai3
geiietische kwetsbaarlieid. Ile cogl~itievc evaltiaiie vaur ongcwzolie ervariizgeil cpeclt een 
belai~grijke rol i11 Iiet traiisitieproces naar kli~iiscli psycharicclic stcioriiisseli. Deze 
bewitidiiigeii get.el1 volgeils het cogiiitieve niodel vali psyclïosc dilidelijk rz~ogclijklredeii 
om tc iiitervet~ifren inr dc: pre-psycl-iotische fase iriet e'GCi'. I i i  tockcaiiislio: oi~dei.toek 
moet rilen rekening ho~idem~ met intetaciles var1 psyclicmlogisclirc er1 Iiialagi.;clic tnarders 
als risicofactor voor de oi~iwikkeliiiig van kliiiicclie psychose. Rovciirlieii is liet scieeiien 
i i i  de algenzerue bevolkung, gebruikmakei~d vair Iiet critei'i~iin 'crifge psycholische 
ervaring' riiei veilig, getuige lilct Iiogc aai~tíil 1o~it-pasitaevei~, aaligetoond  rac ct de 
NEMESIS-stilldie. ]-Iet screeiieir van persoilerl nact ccii Iioog risico ~ o t i  Il:i,ilbaar kiiriirei~ 
Ajn. 
Tc11 biesl~~it IJ~~SCIIPIJI l i c~  ondeihavipc procliclrrili suerl, bewils voor 
Irtroinenologisch~c e o ~ ~ ~ u i i i ~ ï ~ e i t  ei?, 111 illindcre ITMIL',  ~ c \ v I ~ \  X~IWI I o I ~ ~ I ~ ~ I < I I I ~ ~ I I c  ei1 
etiologisclae contiiiuïieii va11 p~yclinti.;chc e r ~ a r ~ i ~ g c i i  iu  de a!gci~rciic hcvolking. 
TLlekomstige biologrsche. layct~olog~=.icclic e i cociologi~tl~c oi~dci/»ckcii; ~crlideir Ya~in 
kraclateiz 1-iioelen b~iirdeir~i iar de ~ctekttsclii ir,i<ii hci ~nililti-l.~cloa.~ccl irologiuciu 
Irerl\lari~rgsri~odrl vaii Brel cuntuilri psycliiose jenolype 
